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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: September 28, 2022 

Assessor: Vicky Borders-Hemphill, PharmD 
Labeling Assessor 
Office of Biotechnology Products (OBP) 

Through: Michael Di, PhD, Product Quality Assessor 
OBP/Division of Biotechnology Review and Research 3 

Application: BLA 761289 

Applicant: AstraZeneca AB 

Submission Date: February 23, 2022 

Product: tremelimumab-actl 

Dosage form(s): injection 

Strength and 
Container-Closure: 

Injection: 25 mg/1.25 mL (20 mg/mL) solution in a single-dose vial 
Injection: 300 mg/15 mL (20 mg/mL) solution in a single-dose vial 

Purpose of 
assessment: 

The Applicant submitted a biologics license application for Agency 
assessment 

Recommendations: The prescribing information and medication guide (submitted on 
September 28, 2022), container labels (submitted on August 16, 
2022), and carton labeling (submitted on August 30, 2022) were 
assessed and found to be acceptable (see Appendix C) from an OBP 
Labeling perspective.  
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Materials Considered for this Label and Labeling Assessment 

Materials Assessed Appendix Section 

Proposed Labels and Labeling A 

Evaluation Tables B 

Acceptable Labels and Labeling C 

n/a = not applicable for this assessment 
 
DISCUSSION 
We assessed the proposed labels and labeling for compliance with applicable requirements in 
the Code of Federal Regulations. Also, we assessed the proposed labels and labeling for 
consistency with recommended labeling practices (see Appendix B). 
 
CONCLUSION 
The prescribing information and medication guide (submitted on September 28, 2022), 
container labels (submitted on August 16, 2022), and carton labeling (submitted on August 30, 
2022) were assessed and found to be acceptable (see Appendix C) from an OBP Labeling 
perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  
Prescribing Information/Medication Guide (submitted on February 23, 2022 

\\CDSESUB1\evsprod\bla761289\0001\m1\us\annotated-draft-label-treme-himalaya.docx) 

 
Container Labels (submitted on February 23, 2022) 
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2 Pages of draft labeling have been withheld in full as B4 (CCI/TS) immediately following this page
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APPENDIX C.  Acceptable Labels and Labeling  
Prescribing Information (submitted on September 28, 2022 
\\CDSESUB1\EVSPROD\bla761289\0041\m1\us\draft-labeling-text-nonannotated-treme-
himalaya.pdf) 
 
Medication Guide (submitted on September 28, 2022 
\\CDSESUB1\EVSPROD\bla761289\0041\m1\us\nonannotated-draft-medication-guide-imjudo-
himalaya.pdf)  
 
Container Labels (submitted on August 16, 2022) 
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Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

First Approval for Rare Pediatric Disease Indication/Expedited Assessment: 
 
Recommendation: Approval 
 

BLA 761289 Number: 
Assessment Number:1 

Assessment Date: September 01, 2022 
 
Drug Name/Dosage 
Form 

tremelimumab-actl; MEDI 1123; Imjudo™; Injection 

Strength/Potency 20 mg/mL; 25 mg/vial and 300 mg/vial 
In vitro cell-based IL-2 reporter assay 

Route of Administration Intravenous infusion 
Rx/OTC dispensed RX 
Indication Treatment of adult patients with unresectable hepatocellular carcinoma 

(uHCC). 
Applicant/Sponsor AstraZeneca AB, Sweden 
US agent, if applicable  AstraZeneca Pharmaceuticals LP 

 
Product Overview: 

 
Tremelimumab (Imjudo)) is a fully human immunoglobulin gamma-2 (IgG2) monoclonal antibody 
(mAb) engineered to bind to cytotoxic T lymphocyte-associated antigen-4 (CTLA-4; CD152), a cell 
surface receptor expressed on activated T cells. Upon T-cell activation, CTLA-4 expression is 
upregulated and acts to dampen immune responses, modulating and eventually switching off T-cell 
activation. The natural ligands for CTLA-4 are CD80 [B7.1] and CD86 [B7.2], which are present on 
antigen-presenting cells (APCs). Binding of CTLA-4 to CD80/CD86 functions to limit T-cell activation, 
primarily by competing with CD28 for access to CD80/CD86. Tremelimumab is manufactured in NS0 
cells  
Tremelimumab is supplied at a 20 mg/mL strength as a 25 mg/vial and 300 mg/vial for intravenous 
infusion. Tremelimumab has one N-linked glycosylation site at Asn 301 in the Fc region on each of the 
two heavy chains in the consensus sequence Asn-Ser-Thr (NST).  
 

Quality Assessment Team: 
 

Discipline Assessor Branch/Division 
Drug Substance Xu Di OBP/Division of 

Biotechnology 
Review and Research 
(DBRR) III 

Drug Product Xu Di OBP/DBRRIII 
Immunogenicity Xu Di OBP/DBRRIII 
Labeling Vicky Borders-Hemphill OBP Labeling 
Microbiology/Facility 
 

Maria Scott (DS)/ Virginia Carroll TL  
Zonglin Hu (DP) /Madushini 
Dharmasena TL 

OPMA/DBM Branch 2 
 

Application Team Lead Ram Sihag OBP/DBRRIII  
Application Tertiary Reviewer Frances Namuswe OBP/DBRRIII 
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Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

Sterility Infections in patients, 
product stability 

Accidental during fill, 
container closure 
failure 

n/a 

Endotoxin Adverse reactions in 
patients, DP failure 

Accidental throughout 
process 

n/a 

Container Closure 
Integrity (CCI) 

Infections in patients, 
product stability 

container closure 
failure 

n/a 

Appearance (clarity, 
color) 

Product stability Formulation and 
storage 

n/a 

Visible particles Patient safety and 
product stability  

Formulation n/a 

Osmolarity Product stability, 
patient discomfort 

Formulation n/a 

pH Product stability and 
DP failure 

Formulation n/a 

Extractable Volume Inaccurate dosing Filling n/a 

Sub-visible particles Product stability Formulation n/a 

Leachable impurities Safety Process-related 
impurities, and DP 
container closure 
system 

n/a 

Polysorbate 80 Product stability Formulation n/a 

 
 

• Potency and Strength: 25 mg/vial and 300 mg/vial, protein concentration is 20 mg/mL 
 
The in vitro cell-based assay is used to measure the potency of tremelimumab DS and 
DP for release and stability testing. The potency assay is discussed above in DS 
section. The strength of the DP is 20 mg/mL. Tremelimumab is supplied as a 25 mg/vial 
and 300 mg/vial for intravenous infusion.  

 
• Summary of Product Design: 
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Office of Biotechnology Products 

inspection be 
classified as VAI.  

Release and 
stability testing a 

n/a n/a  
 

Approve - Based 
on Previous 

History 

Release and 
stability testing a 

n/a n/a  
 

Approve - Based 
on Previous 

History 

Stability testing b 
Warehousing 

n/a n/a  
 

Approve - Based 
on Previous 

History 

Stability testing n/a n/a  
 

Approve - Based 
on Previous 

History 
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